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EXAMINER'S AMENDMENT 

1 . A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on December 6, 2004 has been entered. The quality 
of the amendment that was faxed/received on December 6, 2004 is poor and portions of all the 
claims are illegible. The examiner requested an electronic version of the claims in order to enter 
all of the claims in this examiner's amendment. Therefore, all pending claims in this application 
are listed below in the examiner's amendment. 

2. An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1.312. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with 
Applicant's representative, Brigitte Hajos on February 1 1, 2005. 

The application has been amended as follows: 
IN THE CLAIMS : 
Amend claim 1 to the following: 

Claim 1 (currently amended): A method for production of virus comprising viral antigen, 
comprising the steps of (a) providing a culture of adherent cells bound to a microcarrier; (b) 
growing the cell culture to confluence; (c) infecting the cells with a virus; (d) incubating said 
culture of cells infected with said virus to propagate said virus, wherein the cell density of the 
biomass of the cell culture grown to confluence is increased by reduction of working volume (i) 
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prior to step (c) or (ii) after step (c) while the cells are bound to said microcarrier, and wherein 
the cell density is maintained at the increased cell density during step (d) as compared to the 
biomass grown to confluence during step (b); and (e) harvesting the virus produced. 

Claim 2 (previously presented): The method according to claim 1, wherein the density of the 
cell culture grown to confluence is increased at least about 1.3 fold. 

Claim 3 (previously presented): The method according to claim 1, wherein the cell density of 
the cell culture grown to confluence is between about 0.6 x 10 6 and about 7.0 x 10 6 cells/ml. 

Claim 4 (previously presented): The method according to claim 1, wherein the microcarrier is 
selected from the group consisting of microcarriers made of dextran, collagen, polystyrene, 
polyacrylamide, gelatine, glass, cellulose, polyethylene and plastic. 

Claim 5 (previously presented): The method according to claim 1, wherein the microcarrier 
concentration in the culture of cells of step (a) is between about 0.5 g/1 and about 14 g/1. 

Claim 6 (previously presented): The method according to claim 1, wherein said cells are 
selected from the group consisting of adherent cells of VERO, BHK, CHO, RK, RK44, RK13, 
MRC-5, MDCK, CEF and diploid monolayer cells. 

Claim 7 (previously presented): The method according to claim 1, wherein said cells bound to a 
microcarrier are grown in serum free medium. 

Claim 8 (previously presented): The method according to claim 1, wherein said cells bound to a 
microcarrier are grown in serum and protein free medium. 

Amend claim 9 to the following: 

Claim 9 (currently amended): The method according to claim 1, wherein the virus is selected 
from the group consisting of Influenza virus, Ross River Virus, Hepatitis A Virus, Vaccinia 
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Virus and recombinant Vaccinia Virus, Herpes Simplex Virus, Japanese encephalitis Virus, West 
Nile Virus, Yellow Fever Virus and chimeras thereof, Rhinovirus and Reovirus. 

Claim 1 1 (previously presented): A method for production of purified virus or virus antigen 
comprising the steps of: 

(a) providing a culture of adherent cells bound to a microcarrier; 

(b) growing the cell culture to confluence; 

(c) infecting the culture of cells with a virus; 

(d) incubating said culture of cells infected with said virus to propagate said virus; 

(e) harvesting the virus produced; and 

(f) purifying said virus harvested, wherein the cell density of the biomass of the 
cell culture grown to confluence is increased by reduction of working volume (i) prior to step (c) 
or (ii) after step (c) while the cells are bound to said microcarrier, and wherein the cell culture is 
maintained at the increased cell density during step (d) as compared to the biomass grown to 
confluence during step (b). 

Claim 12 (previously presented): The method according to claim 11, wherein the virus produced 
is harvested from the cell culture supernatant. 

Claim 13 (previously presented): The method according to claim 11, wherein the virus produced 
is harvested from the cell biomass. 

Amend claim 14 as follows: 

Claim 14 (currently amended): A method for production of Influenza virus comprising viral 
antigen, comprising the steps of: 

(a) providing a culture of adherent cells bound to a microcarrier; 

(b) growing the cell culture to confluence; 

(c) infecting the cells with an Influenza virus; 

(d) incubating said culture of cells infected with said Influenza virus to propagate 
said virus, wherein the cell density of the biomass of the cell culture grown to confluence is 
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increased by reduction of working volume (i) prior to step (c) or (ii) after step (c) while the cells 
are bound to said microcarrier, and wherein the cell culture is maintained at the increased cell 
density during step (d) as compared to the biomass grown to confluence during step (b); and 
(e) harvesting said Influenza virus produced. 

Claim 15 (previously presented): The method according to claim 14, wherein said cells are 
VERO cells. 

Claim 16 (previously presented): The method according to claim 14, wherein said cells are 
MDCK cells. 

Claim 17 (previously presented): The method according to claim 14, wherein said cells bound to 
a microcarrier are grown in serum free medium. 

Claim 18 (previously presented): The method according to claim 14, wherein said cells bound to 
a microcarrier are grown in serum and protein free medium. 

Amend claim 19 to the following: 

Claim 19 (currently amended): The method according to claim 14, wherein the cell culture 
grown to confluence is increased at least about 1.3 fold. 

Cancel claim 21. 

Claim 39 (previously presented): The method according to claim 1, wherein the cell culture in 
step (d) is maintained for at least three days. 

Claim 40 (previously presented): The method according to claim 9, wherein the virus is 
Influenza virus. 
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Claim 41 (previously presented): The method according to claim 9, wherein the virus is Ross 
River Virus. 

Amend claim 42 as follows: 

Claim 42 (currently amended): The method according to claim 9, wherein the virus is selected 
from the group consisting of Vaccinia Virus and recombinant Vaccinia Virus. 

Amend claim 43 as follows: 

Claim 43 (currently amended): The method according to claim 9, wherein the virus is Japanese 
encephalitis Virus, West Nile Virus, Yellow Fever Virus or chimeras thereof. 

Add claim 44: 

Claim 44 (new): The method of claim 1, further comprising the step of purifying the virus or 
viral antigen. 

Add claim 45: 

Claim 45 (new): The method of claim 14, further comprising the step of purifying the Influenza 
virus or viral antigen. 

Examiner's comment 

3. Claims 1 and 14 were amended to clarify the difference between the use of the terms 
"virus" and "viral antigen". Claims 9 and 42 were amended to clarify the recombinant viruses 
being referred to. Claim 19 was amended to correct a grammatical error. Claim 21 was 
cancelled without prejudice. Claim 43 was amended to correct a grammatical error. Claims 44 
and 45 were added in order to include the step of purifying virus or viral antigen. Support for 
amended claim 1 and new claim 44 is found on page 7, paragraph [029], lines 2 and 7 and page 
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8, paragraph [031], line 6. Support for amended claim 14 and new claim 45 is found on page 9, 
paragraph [033], lines 9-10. Support for amended claims 9 and 42 is found on page 6, paragraph 
[026], line 3. 



4. Claims 1-9, 11-19 and 39-45 as amended are allowable. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Stacy B. Chen whose telephone number is 571-272-0896. The 
examiner can normally be reached on M-F (7:00-4:30 EST). If attempts to reach the examiner 
by telephone are unsuccessful, the examiner's supervisor, James C. Housel can be reached on 
571-272-0902. The fax phone number for the organization where this application or proceeding 
is assigned is 703-872-9306. 



Conclusion 





TECHNOLOGY C-jtfTES 1CS3 



Stacy B. Chen 
February 11,2005 
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Complete Listing of Claims: 

Claim 1 (currently amended): A method for production of virus comprising viral antigen, 
comprising the steps of (a) providing a culture of adherent cells bound to a microcarrier; (b) 
growing the cell culture to confluence; (c) infecting the cells with a virus; (d) incubating said 
culture of cells infected with said virus to propagate said virus, wherein the cell density of the 
biomass of the cell culture grown to confluence is increased by reduction of working volume (i) 
prior to step (c) or (ii) after step (c) while the cells are bound to said microcarrier, and wherein 
the cell density is maintained at the increased cell density during step (d) as compared to the 
biomass grown to confluence during step (b); and (e) harvesting the virus produced. 

Claim 2 (previously presented): The method according to claim 1, wherein the density of the 
cell culture grown to confluence is increased at least about 1.3 fold. 

Claim 3 (previously presented): The method according to claim 1, wherein the cell density of 
the cell culture grown to confluence is between about 0.6 x 10 6 and about 7.0 x 10 6 cells/ml. 

Claim 4 (previously presented): The method according to claim 1, wherein the microcarrier is 
selected from the group consisting of microcarriers made of dextran, collagen, polystyrene, 
polyacrylamide, gelatine, glass, cellulose, polyethylene and plastic. ..... _ _ 

Claim 5 (previously presented): The method according to claim 1, wherein the microcarrier 
concentration in the culture of cells of step (a) is between about 0.5 g/1 and about 14 g/1. 

Claim 6 (previously presented): The method according to claim 1, wherein said cells are 
selected from the group consisting of adherent cells of VERO, BHK, CHO, RK, RK44, RK13, 
MRC-5, MDCK, CEF and diploid monolayer cells. 

Claim 7 (previously presented): The method according to claim 1, wherein said cells bound to a 
microcarrier are grown in serum free medium. 
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Claim 8 (previously presented): The method according to claim 1, wherein said cells bound to a 
microcarrier are grown in serum and protein free medium. 

Claim 9 (currently amended): The method according to claim 1, wherein the virus is selected 
from the group consisting of Influenza virus, Ross River Virus, Hepatitis A Virus, Vaccinia 
Virus and recombinant Vaccinia Virus, Herpes Simplex Virus, Japanese encephalitis Virus, West 
Nile Virus, Yellow Fever Virus and chimeras thereof, Rhinovirus and Reovirus. 

Claim 10 (cancelled). 

Claim 1 1 (previously presented): A method for production of purified virus or virus antigen 
comprising the steps of: 

(a) providing a culture of adherent cells bound to a microcarrier; 

(b) growing the cell culture to confluence; 

(c) infecting the culture of cells with a virus; 

(d) incubating said culture of cells infected with said virus to propagate said virus; 

(e) harvesting the virus produced; and 

(f) purifying said virus harvested, wherein the cell density of the biomass of the 
cell culture grown to confluence is increased by reduction of working volume (i) prior to step (c) 
or (ii) after step (c) while the cells are bound to said microcarrier, and wherein the cell culture is 
maintained at the increased cell density during step (d) as compared to the biomass grown to 
confluence during step (b). 

Claim 12 (previously presented): The method according to claim 1 1, wherein the virus produced 
is harvested from the cell culture supernatant. 

Claim 13 (previously presented): The method according to claim 1 1, wherein the virus produced 
is harvested from the cell biomass. 
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Claim 14 (currently amended): A method for production of Influenza virus comprising viral 
antigen, comprising the steps of: 

(a) providing a culture of adherent cells bound to a microcarrier; 

(b) growing the cell culture to confluence; 

(c) infecting the cells with an Influenza virus; 

(d) incubating said culture of cells infected with said Influenza virus to propagate 
said virus, wherein the cell density of the biomass of the cell culture grown to confluence is 
increased by reduction of working volume (i) prior to step (c) or (ii) after step (c) while the cells 
are bound to said microcarrier, and wherein the cell culture is maintained at the increased cell 
density during step (d) as compared to the biomass grown to confluence during step (b); and 

(e) harvesting said Influenza virus produced. 

Claim 15 (previously presented): The method according to claim 14, wherein said cells are 
VERO cells. 

Claim 16 (previously presented): The method according to claim 14, wherein said cells are 
MDCK cells. 

Claim 17 (previously presented): The method according to claim 14, wherein said cells bound to 
a microcarrier are grown in serum free medium. 

Claim 18 (previously presented): The method according to claim 14, wherein said cells bound to 
a microcarrier are grown in serum and protein free medium. 

Claim 19 (currently amended): The method according to claim 14, wherein the cell culture 
grown to confluence is increased at least about 1 .3 fold. 



Claims 20-38 (cancelled). 
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Claim 39 (previously presented): The method according to claim 1, wherein the cell culture in 
step (d) is maintained for at least three days. 

Claim 40 (previously presented): The method according to claim 9, wherein the virus is 
Influenza virus. 

Claim 41 (previously presented): The method according to claim 9, wherein the virus is Ross 
River Virus. 

Claim 42 (currently amended): The method according to claim 9, wherein the virus is selected 
from the group consisting of Vaccinia Virus and recombinant Vaccinia Virus. 

Claim 43 (currently amended): The method according to claim 9, wherein the virus is Japanese 
encephalitis Virus, West Nile Virus, Yellow Fever Virus or chimeras thereof. 

Claim 44 (new): The method of claim 1, further comprising the step of purifying the virus or 
viral antigen. 

Claim 45 (new): The method of claim 14, further comprising the step of purifying the Influenza 
virus or viral antigen. 
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